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IdentiifiCiitioh aiid Molecular Clbi)ing'i>f ii No vel iHamao /IIM^^ .j^ 
Rccepterfamily^Menib^ ' 



: DNAX Research liisUtuie; Palo AltbiCA 94304 

and theTnideau toktute^Saniiufc^L^ . 



The TNF Supefiamilyihcfudes molecules 
FAS and is characterized by pseudorich repj^^1)f cysteine 
residues in ihe extracellular region of thie molecule: These . 

- receptors display a diverse set of fiuKttbns mcluding.cell Ueath. 
proliferatiun and immunoftgulaiion while genenuing very ' 
speciric activation signals. While performing an^ E3T analysis • ' 
from a Pro-T ,(CD44+CD25+CD4-CD8-CD3.) mouse 

, ihymucytes, ^e^identi^ed a.novelrmembet of^thiSrfami ; 
theniiixd^tbejn^ 

- THASRlTrcetrexpt^^ 
a.a. ti^: I' tni^ , 



, type: r^trartsmembrahe^^rcceptcnr' wi 
CP40. 41BB^:amiiOX^;Vv;nssu^^ 
expresstbii liipited to the tKymus} ^GD4 ' 

and CD8 ceils actiyoiHlwiA 
: has a stow ' increase' of. cxpKSssioti ''peaking J at 40y'h6iirs. 
Antibodies to , this receptor, confirmedjalt' hbrtbern^^^^ 
data through FACS analysis and '^^^ 
. currrntly in the process of discerning the function of this new 
molecule. DNAX is supported by Schering-Plough. * 



1}2^^^S:&^^^^!S^^^!^^^ Of spi 
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LIGHT, A NEW PRO-APOPTOTIC CYTOKINE MEMBER OF 
THE TNP. SUPERFAMaV, AND LYMPHOTOXlN-o ARE LIG^^ 
ANDS FOR THE HERPESVIRirs ENTRY MEDIATOR (HVfcM ' 

P. >\'^»P\. % fi t n^r^ : ft. Mogtegmery-^: K. Kodwir 

T. C. Cheung* . OdLJidt S^iRufesa!. M. Murphy^ . It: J; Eisenher^* / ' 
GJLroheji, P. G. Spear* , and C F.WW. 3oU Institute for Al^; 

lerg>' and Immunblpgjf; Sari DiifgbrC^^ 92121 ^Hitmaft Genorne Sdsaceinc.c> 
RpckviIIe, ,MD 20850, ^Northwestern Univ.; Chicago; £1 60611, ^Univ. of 
Penn.. Philadelphia, PA 19104 ,^ / 

The Herpesvirus enti>' mediator (HVEM), a nserober of the tumor necr^r 
sis factor xeceploritXFR J superfamily, allows infection of activated T celisv- 
by jierpes stinplex virus (HSV)-I and 2 by attachment" to th^ enxvlope glycch^^t" 
protein D (g0). Here, we demonstrate that HVEM is a receptor for secreted\ 
Lymphotpiin (LT^a and for LIGHT^ a newly discmered cytokine member ofr 
the TNF family.-. We also provide evidence showing that LIGHT, a tvpe ll ' 

^ Iransmei^brane. protein of 29-30 kDa^ binds to a wcond'fecepior of the fXFR*. * 
'superfabily, the LTJR. Furthermore, the direct competition' of berpesvirys 

- enwiope glycoprotein D (gD) for cellular HVE.\f- LIGHT binding chatacler), 
lies gD as> virokjne.. Finally, we show that LiGHX may Be able to block v " 
HyEM-.mediatect herpesvirus infection as well as to induce apoptbsis in the:V 
adenocarcitioma JfT29 cell line. These results suggest a mechanism by which ' 
HSV. alters immune functions regulated fay. the h .'EM/tlGHTTEymphoiojufit 
system that may.all&w infection in an immunocompetent host, " ^ ,5'-' ' 




^^^ m ^ ^^m^^iim^mt^ 

a:heiera|09|N^:l^^ . 
untMpfRttfy^ tt^ fan 
activate the; huvnanV^^ that this 

effect cf MO Is mettiated through deoeaset in cAMP. 
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A TUMOR NECROSIS FACTOR ALPHA POLYMORPHIC 
PROMOTER SITE 91NDS A S CELL AND 'MACROPHAGE. 
SPECirmPNA^BINPlNG PROTEIN, kathl^ F S,>^l}^rhi fftirfth ' 
. ifiiJ^feSLSfeaa ;ChiMTens Hospital oif Philadelpnia. PKIaddphia; PA 

19104 . ■'■'■-/V. ■"■ ' /■ ■ ; V \ ' . 

The Kenei^nciKiingahe, polymorphic prahinfia^ TXFol is 

located oh chFoihosome 6 witUit the MHC dais IB region. 'We haw found 
that a promoter potymorphiiin; at -308 (-SOSA) is assodited.witfe increaawi' 
production of TXFa by monocytes and is found with increased frequ^Kj'^ 
.patients with systemic lupus erythematosus. - We identifie<£^ tissue-spfe^t: 
DNA-binding protein by elmtophoietic mobiUty shifi^analyas wMcfc intends 
with the polymorphic promoteratie: Significant amounts of this protew ' 
.found only in B cell^ and macraf»b|ges. Monocytea di.'^^^t produce this p^ 
: tein, but upon diSeremiation into macrophages -«w able to expre^ it. i^V 
jntanuned the afitnity of the interaction of this DN.Vbihding protan for 
wild-type promoter.sequence t'ersus the p<dymorphtc promoter seqnience. Rel- 
ative aiSbity was measured by salt ticr^oa and cro&s competition. This D^^'A^- 
biuding protein interacted with the polymorphic sequence (-308 A) mtm aiidlv 
than the wtldtype sequence (-308G) suggesting that thU D.VA-binding protein 
may directly mediate increased transcription of TNFQ. AfGiutv p(trificUioe'^; 
this protein revealed an 85 Kd protein which neither required phospboiylsi^it 
lOtH zittc for fuU activity. T%e promoter target sequence has tio stnct h«»Doic^' ; 
with that of Any known transcription factor. These studies suggest that the 
TNFo -SOSA polymorphism may directly mediate increased tr&nscription of 
T.NTo through its interaction with a unique transcription factor. ^ 
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LYMPH NODE GENESIS IS INDUCED BY SIGNALING H 
THROUGH THE LYMPHOTOXIN BETA RECEPTOR 

PmI P, Rtftnwt. Daneite James, Jeffrey L. Browning , . . 

f aMla S, H9chrqaB. Department of ImmunofogtrSiogea Inc.. 12 
Cambridge Center. Cambridge, MA 02142 . 
The ddiverv of agonist anti-LTJ-R specific moDocIonal antibodies to preg-V 

■ iiaiit LTo-/< mice induced the genesis of lymph nodes in the progeny. This is 
the first dernoostration of the reversal of a genetic defect using an agonist mAfc';' 
in utero. add shows definitively that ^gnaling through LT3-R is sufiidem to^ 
induce lymph node formation. Surprisingly; the lymph nodes which formed 
included mesenteric, cervical, and sacral nodes, which -were thought to develop >' 
iiidepeidently of LTJ-H- Genesis of aU lymph nodes was blocked by .trealmenl • 
of normal mice.in utero with a combination of LTJ-R-lg and TNr-R55-Ig fu-^ ' 

. Stan proteihs. bat not with LT3>R tg alone. The data »ugg»i the existence of S • 
novel ,LTa;heterotrimer which can signal membrane- bound LTJ-R in the pres>\ ; 
ence of soluble LT3-Il-Ig fusion protein to induce the formation of mesenteric;' 
cervical, sacral, and lumbar lymph nodes. We have analysed the phenotype 
and function of lymph nodes induced to form in ITa-/- mice as compared to ' 
those of normal adult ,mice treated with lT^3-R-lg or TXF-RSS-Ig fusion pro^- 
tems. Our results suggest that both IT and TNF pathways play critical roles" 
in the formation and maintenance of tytnph node ceUular organization. ' ;' V 



Early ^pressioiL^of : TK£ Acceierntes Diaiiecea Wvelopwat in 
NOD nice. ' . '-.■-."* ^ 

E, Alltsoii Green and RlcluFd a1 Flavell V ''.J. ' * 
Tale. School. of Medicfinep Section of IwnobioIbgy» 310 ' 
Cedar Street,, New Baven.'CT 06511 * 
The, inflaaatory i^coUiui. 
, of positive. or ne^tlve roles in several di^ase.stateaV In ' . 
insulin dependent. diabccea ,^ellltu*, the l^rtence t»F' ' ' 
has beenwldely debcted. For exaaple, la NOD «icftV t>ut 
, spontaoeoiisix . develop diabetes, studlea have dcMi^trated tlut 
adnltdstratlott of 'iHF to adults protects againit dlabetea - 
, developsMnt. Siailariyv BOD mice tttpreailiig TUT In theU V 
islets, starting at. 7 iieeks ot age* do not become *dlab«tlc. ' ' 
In contrast to this.' ieoikatal li^attion- of XSl iai^ KOb 
accelerates diabetes progression. Me preseiit ' evidence ' tbet 
^ expression of t»F at le days of gestation in BOO,' leads to " 
rapid onset of diabetes, colored to noo-transgealc litter- 
nates. Accusulating data froa these transgenic aniwls, itab ' 
suggested, that this rapid ^r^ression to diabetes aar he 
reUted .to the abUity of m to Induce apoptosls ' 

, early , on. in' the: life of these aniulaV ths prdHdl^' a 
source of islet antigens to the ianune oystea. father, we 
.deaoastrate that THF plays a siibsequeut vole In the prlslitg 
of the CD4 islet-specific T cell repertoire, which helps 
provide a nore efficient prlalag of tke imne systea to 
islet antigens. 



